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WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
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- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )KI Responsive to communication(s) filed on 04 November 2009 . 
2a )^ This action is FINAL. 2b)D This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-3 and 6-14 is/are pending in the application. 

4a) Of the above claim(s) &8 is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) |EI Claim(s) 1-3 and 9-14 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) Q The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 
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application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 



Receipt of applicants' amendments and remarks submitted November 4, 2009 is 
acknowledged. 



1 . The following is a quotation of the second paragraph of 35 U.S. C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

2. Claims 1-3 and 9-14 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

3. Claim 1 and 14 recite "solid betaine" of the formula (III) 



. It is unclear if the claim define the formula (III) as (solid) 
betaine, or it means a betaine salt of formula (III). Note, art acceptable formula for betaine salts, 
such as ciprofloxacin betaine is as following: 



Claim Rejections 35 U.S.C. 112 
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The claims are indefinite as to the compounds encompassed by the "solid betaine of the formula 
(III). 

Claim Rejections 35 U.S.C. 102 

4. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United Stales only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 

5. Because of the ambiguity of the claims (see the rejection above), the claims are 
interpretated broadly to encompass both the compound represented by formula (III) its betaine 
salts. 

6. Claims 1, 2 and 14 are rejected under 35 U.S.C. 102(e) as being anticipated by Pikiewicz 
etal. (US 2004/0009126 Al). 

7. Pikiewicz et al. teach a method of treating bacterial lung infection comprising locally 
administration of ciprofloxacin by inhalation, wherein the ciprofloxacin is in the form of particle 
and may be in the form of dry powder. See, particularly, the abstract, paragraphs [0064] and 
[0069], and the claims. 

Claim Rejections 35 U.S.C. 103 

8. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
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having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

9. Claims 1, 2 and 14 are rejected under 35 U.S.C. 103(a) as being unpatentable over Mayer 
et al. in view of Li et al. 

Mayer et al. treated anthrax lung infection by administering to the patients ciprofloxacin. 
The administration is carried out intravenously. See, particularly, the abstract, pages 2550 and 
2551. Mayer et al. further disclosed that it is well known that ciprofloxacin is effective against 
anthrax and is a standard treatment of anthrax. See, page 252, the right column. 

Mayer et al. do not teach expressly local administration as herein claimed. 

However, Li et al. teach ciprofloxacin administration intravenously or orally have 
relatively unfavorable pharmacokinetic profile in the lower respiratory track. Li also disclosed 
that Aerosol inhalation as means of drug delivery to the respiratory tract has been well 
established in the treatment of lung disease, and dry powder inhaler have received increasing 
attention in the art. Li et al. further teaches a ciprofloxacin loaded particles for dry powder 
inhaler delivery to the respiratory track by inhalation. See, particularly, the abstract and 
introduction at page 825. 

Therefore, it would have been prima facie obvious to a person of ordinary skill in the art, 
at the time the claimed the invention was made, to use dry powder inhaler for delivery 
ciprofloxacin composition, such as those disclosed by Li, directly to respiratory track for 
treatment of respiratory track bacterial infection, such as anthrax infection. 

A person of ordinary skill in the art would have been motivated to use dry powder inhaler 
for delivery ciprofloxacin composition, such as those disclosed by Li, directly to respiratory 
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track for treatment of respiratory track bacterial infection, such as anthrax infection because the 
delivery method is more effective than intravenous or oral delivery. 

10. Claims 1, 2 and 14 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Pikiewicz et al. (US 2004/0009126 Al) in view of Kanikanti et al. (WO 02/00219 Al, US 
2004/0024018 Al is a English equivalence). 

1 1 . Pikiewicz et al. teach a method of treating bacterial lung infection comprising locally 
administration of ciprofloxacin by inhalation, wherein the ciprofloxacin or its salt, is in the form 
of particle and may be in the form of dry powder. See, particularly, the abstract, paragraphs 
[0064] and [0069], and the claims. 

12. Pikiewicz et al. do not teach expressly the employment of the particular salt, 
ciprofloxacin betaine. 

13. However, Kanikanti et al. teaches that ciprofloxacin betaine is a known salt of 
ciprofloxacin useful for therapeutical purpose. See, particularly, paragraphs [0039]-[0047]. 

14. Therefore, it would have been obvious to use ciprofloxacin betaine as a ciprofloxacin salt 
in Pikiewicz's method. 

15. A person of ordinary skill in the art would have been motivated to use ciprofloxacin 
betaine as a ciprofloxacin salt in Pikiewicz's method because ciprofloxacin betaine is one of few 
known salt of ciprofloxacin. Furthermore, as stated in KSR vs. Teleflex, where the court states: 

"When there is a design need or market pressure to solve a problem and there are a finite number 
> \\ Mi n of ore tu si I has gooc reason to pursue th< 

known options within his or her technical grasp. If this leads to the anticipated success. It is 
likely the product not of innovation but of ordinary skill and common sense. In that instance 
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the fact that a combination was obvious to try might show it was obvious under section 103." In 
the instant case, it would have been obvious to try the known salts of ciprofloxacins for an 
optimal therapeutical result. Since there are not many known ciprofloxacin salts. 

16. Claims 1, 2 and 14 are rejected under 35 U.S.C. 103(a) as being unpatentable over Mayer 
et al. in view of Li et al. and Kanikanti et al. (WO 02/00219 Al, US 2004/0024018 Al is a 
English equivalence). 

Mayer et al. treated anthrax lung infection by administering to the patients ciprofloxacin. 
The administration is carried out intravenously. See, particularly, the abstract, pages 2550 and 
2551. Mayer et al. further disclosed that it is well known that ciprofloxacin is effective against 
anthrax and is a standard treatment of anthrax. See, page 252, the right column. 

Mayer et al. do not teach expressly local administration as herein claimed or the 
employment of ciprofloxacin betaine. 

17. However, Li et al. teach ciprofloxacin administration intravenously or orally have 
relatively unfavorable pharmacokinetic profile in the lower respiratory track. Li also disclosed 
that Aerosol inhalation as means of drug delivery to the respiratory tract has been well 
established in the treatment of lung disease, and dry powder inhaler have received increasing 
attention in the art. Li et al. further teaches a ciprofloxacin loaded particles for dry powder 
inhaler delivery to the respiratory track by inhalation. See, particularly, the abstract and 
introduction at page 825. Kanikanti et al. teaches that ciprofloxacin betaine is a known salt of 
ciprofloxacin useful for therapeutical purpose. See, particularly, paragraphs [0039]-[0047]. 
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Therefore, it would have been prima facie obvious to a person of ordinary skill in the art, 
at the time the claimed the invention was made, to use dry powder inhaler for delivery 
ciprofloxacin composition, such as ciprofloxacin betaine, directly to respiratory track for 
treatment of respiratory track bacterial infection, such as anthrax infection. 

A person of ordinary skill in the art would have been motivated to use dry powder inhaler 
for delivery ciprofloxacin composition, such as such as ciprofloxacin betaine, directly to 
respiratory track for treatment of respiratory track bacterial infection, such as anthrax infection 
because the delivery method is more effective than intravenous or oral delivery, and 
ciprofloxacin betaine is a known salt of ciprofloxacin useful for therapeutical purpose. 

Response to the Arguments 

Applicants' amendments and remarks submitted November 4, 2009 have been fully 
considered, but are not persuasive with respect to the rejections set forth above. 

Applicants' remarks regarding "slightly soluble" are persuasive. Claims 3, 9-13 are not 
obvious over the prior art as the prior art do not teach or suggest the administration of 
ciprofloxacin embonate or semiembonate salts for a local delivery. As applicant argued that 
Vetter does not teach a mixture of embonic acid and ciprofloxacin, and do not suggest the 
claimed method. 

Applicants' remarks regarding "betaine" are not persuasive. Applicants argue that the 
term "betaine" herein designates a base form, i.e., a non-salt form. Applicants particularly 
contend that "betaine" is an art recognized term to designate the base form. The arguments are 
untenable. The Caco reference provides no factual base for applicants' assertion that "betaine" is 
an art recognized term to designate base form. The CIPRO XR package insert, dated October 
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2008, is from the assignee of this application, calls the non-salt form of ciprofloxacin as 
Ciprofloxacin betaine, without further explanation. However, the document does not equal 
ciprofloxacin to ciprofloxacin hydrochloride. The CIPRO XR document lacks sufficient 
evidence that "ciprofloxacin betaine" is art acceptable term for non-salt form of ciprofloxacin. 
The application provides no particular definition for "betaine" that is contrary to the normal, art 
acceptable meaning. The definition of "betaine" by IUPAC is: 
Originally, the compound betaine, (CH 1 ) 1 N^-CH J C(=0)0 N,N,N- 
trimethylammonioacetate, and similar zwitterionic compounds derived from other amino 
acids. By extension, neutral molecules having charge-separated forms with an onium 
atom which bears no hydrogen atoms and that is not adjacent to the anionic atom. 
Betaines cannot be represented without formal charges. 

Therefore, one of ordinary skill in the art, at the time the claimed invention was made, would not 
definitely construe the claims as what applicant argued. Indefinite presented in the claims as to 
the meanings of "betaine." 

Applicants contend that the claims are not anticipated by Pilkeiwicz because the 
ciprofloxacin used by Pilkeiwicz is in a water-soluble salt form, vs. the non-salt form or slightly 
water soluble salt claimed. Applicants erred in reading the particular example as a limitation of 
the teaching. As it is well settled that disclosed examples and preferred embodiments do not 
constitute a teaching away from a broader disclosure or nonpreferred embodiments. In re Susi, 
440 F.2d 442, 169 USPQ 423 (CCPA 1971). It is noted that Pilkeiwicz claims the composition 
comprises an antiinfective agent in claim 1, without the requirement that the agent be a salt. Only 
dependent claim 15 and 16 further limit the agent to be a salt. See, the claims. Therefore, 
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Pilkeiwicz clearly teaches the employment of non-salt form of antiinfective agent. For the salt 
form, Pilkeiwicz does not require the water solubility. Further, there is no evidence in Pilkerwicz 
reference shows that the so called CIPRO stock solution is a water solution of ciprofloxacin 
hydrochloride. Note ciprofloxacin is soluble in organic solvent. 

For the rejections over Meyer et and Li et al., applicant again erred in reading the 
example in Li as the limitation of the teaching by Li. Li reference never teach or suggest that the 
ciprofloxacin has to be in salt form or be water soluble. Li teach the local delivery of 
ciprofloxacin in encapsulated dry particles form. 

With respect to the rejections citing Kanikanti, applicants particularly argue that there is 
no motivation to combine the insoluble ciprofloxacin. The arguments are not persuasive. It is 
noted that definition of "insoluble" herein is insoluble in water. It would have been within the 
skill of ordinary artisan to make a dry powder of ciprofloxacin betaine. Note the primary 
reference (such as Pilkeiwicz and Li) does not require ciprofloxacin be water soluble. 
18. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
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however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shengjun Wang whose telephone number is (571) 272-0632. The 
examiner can normally be reached on Monday to Friday from 7:00 am to 3:30 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan, can be reached on (571) 272-0629. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



/Shengjun Wang/ 

Primary Examiner, Art Unit 1627 



